Table 24 Primary Hypercholesterolemia
Randomized Controlled Trials
Monotherapy Pool
Baseline General Medical History/ Physical Findings

Number And (Percent) Of Patients

Ezelimibe Ezetimie

Placebo 1omgy Al Doses
General Calegory {ne735) {ne1691) {n=1883)
Cardiovasculas® 615(77.4)  1303(77.1) 1450 (73.1)
Dematclogic 249 (31.3) S34(31.6) 6318
Drug Allergles 231 (291) 501 {29.6) 569 (28.7)
Endocrinologic/Matabolic 259 (32.6)  S32{31.%)  SL2(@89)
Gastrointestinal 430 (54.1)  S13{540) 1043 (526}
Geniltournary 30S(484)  902{53.3)  1050(A0)
Hematologic 61 (7.7) 77 {(4.6) 22(4.6)
Immunsiogic 187 (418) 345 a6L)
Nuscitoskeletal 525 (6500 1007 (649) 1288 (85.0)
Newologic 26331 53318 612030.9)
Ophihainic 350 (453)  T41(438 8% (422
Crominalaryngologic 338 (42.5) WOy 85 (45
Paychistric 148 (186) 316{18.7)  3ss{18.1)
Puimonary 165 (20.8) 384{22.7) 438 (22.1)

B  Inciudes sudjects with cardiovascular history / risk factors or
cardiovasculsr medical history / physicat nding, and
pastmenapausal condticn o weenen.

APPEARS THIS WAY
ON ORIGINAL



Table 25 Primary Hypercholesterolemia
Randomized Controlled Trials
Factorial Coadministration Pool
Baseline Demographic Characteristics

Exetimibe »
Placeo Ezalimite ARSislins Al Statine
e Characterislice (e258)  (nw262)  (ned36)  {nw825)
Age ()
Maan 86,9 558 563 575
$0 12 116 1214 "7
Median st 57 ST 5
Mn 18 26 21 s )
Max 84 84 87 &
Age (M. subjects, %)
58y 183(707) 198(756) 676(722) 655 (70.9)
265y TE(203)  B4(24.4) 260(278 269(29.0)
Age (no. subjects, X)
<75y 241 (93.1) 248{4.7) B79(039) B59(929)
275y 18 (6.9 14{53) 57(61)  65{7.1)
Sex {no. sidjecis, %)
Female 144(566) 156(502) B42(579) 523 (565)
Male 115(44.4) 107{40.8) 3V4(421) 402{435)
Race {ro. subjects, %) .
Csucasian 227 (B7.6) 235{80.7) 814(87.0) BI13I(87.9)
Biack 15 (5.8} 142 56(60F  44(48)
American indian 1 (0.4} 1{0.4) &(0.¢) 303
Asian (35 2{0.8) 10(1.1) 18019
Hispanic 727 12{4.6) 50 (5.3) 45{4.9)
Pacilc istander 5] 4] 1(0.9) 0
Other o 1{0.4) 1(0.9) 202
Body Weight (kg} .
Yeon 803 806 81.4 81.4
sO 16 175 16.7 171
Vidian 7ie 3 79.7 80.3
140 463 45 46 a7
Max 130 174.3 1931 2373
Bady Maza index (kgin’} (e258) (w261} (neQl) (red24)
Maan a3 29 288 288
80 LE] 59 5 52
Median 2r8 276 219 2
350 19 175 183 17.4
Max ara 754 51.8 732
Smoker {no. subjects, %)
No 224 |865) 220(840) 7U6(850) B10{87.6)
Yes 35(135) 420161 140(150) 115{124)
Washout inko” (no. subjects, %}
No 172 (664) 175(668) 6O3(644) 593(64.1)
Yer BT (336) 67(382) I(56 IN(KG)
Stating 73182) 70(BT) 267 (B IS5
Fibric Acid Dertvslive 1[04} 1{0.4) 13(1.4) 2{1.0)
Bite Acia Baquesyant o o 303 6(0.6)
Neoctinic Acid 30 83.1) 2@y 223
Other 15 (5.8} 16¢6.13 65(68  60(65)

a.  Prior therapy discantinuad befare investigational treatment.
T 1s: Ezetimibe = Ezatimibe 10 mg, A%l Biatins « all doses of ali siatins.
SD = atandard devision
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Table 26 Primary Hypercholesterolemia
Randomized Controlled Trials
Factorial Coadministration Pool
Baseline Cardiovascular Risk Factors/Family History/Known CHD
Or Cardiovascular Medical History/Physical Findings

Number And {Percent) Of Patients

E2elimibe »
Placedo  Eretimide AUSIMline A Stathe

Riek FactorsHistoryfFinding  (rne258) {n=262) {ne36) {neQ25)}

CV Risk FactorHistary or

CV Medical History/Physical

Firdings 143(35.2) 154 (58.8) 554(592) S53(59.8)
CV Risk Factorftistory”  143(55.2) 153 (58.4) 562(59.0) 552¢%a.7)
CV Madicst

HaloryPryskal
Finding 50(193) 44(168) 186197} 181 (186)

a.  Any subject with "Yes” for any of the following.- hyperiansion, dabetes
mellitus, stroke, transient lechemia aftacic, peripharal vascular disease,
myocardisl infarction, congjestive heart faliure, sngina, cotonary argioplasty,
history of ardythynias, CABG, famity histary of CAD if premative, other
significart CV Hatory, knawn CHD. Doeaa not inckade postmenopaussl
condilion for women.

Trestiments: Ezetimibe » Ezetimibe 10 mg. Al Statins « ail doses of aif stating.

CABG » catonaly artery bypass grafling, CAD « corenary ariery daease, CHO »
caranary hean dizesss; CV + cardiovaacidar.

APPEARS THIS WAY
ON ORIGINAL
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Table 27 Primary Hypercholesterolemia
Randomized Controlled Trials
Factorial Coadministration Pool
Baseline Cardiovascular Risk Factors/Family History/Known CHD

30

Number And (Percent) Of Patients

Ezetimibe »
Rk FactorsiHistory! Piaceba  Ezelimte AHSIMirs Al Statns
Known CHD

(ne258) {nw262) (nw836) {r=325)

Hypertension
Yes B0 (309) 87(332) 204(303) 26109
No 179(69.1)  175(668) 652(69.7) 639 (9.1)
Diaabetes Malitua
Yea 10(3.9) 11{42) S1(54  49{53)
No 240(963) 251(858) 8O5(046) B76(M4.7)
Stroke
Yes 3(1.2 623 WY 1516
No 256 (988) 256(91.7) 926(9B9) B10(8.4)
Transiert tschemic Attnck
Yea 415 208 150186 1600
No 255(985) 260{98.2) ©21(0B4) D09 (WY
Peripheral Vaseular
Daease
Yes 3(12 0. 190 2129
No 256 (08.8) 257(98.1) 917(980) 898 (97.1)
Myocardial infarction
Yea 9(35) TRN 4R 42(45)
Mo 250(965) 255(97.3) 882{953} BB3(%6.5)

Cangestive Heart Failure

Yes 2{0.8) 311 4 (0.4} 203
Ne ZST (9T} 250(S6.9; 932(996) D13 (96.8)
Angine :
Yes 16 (6.2) 114 54(58; 0 87862
No 242(934) Z51(s68) B82(94/2) B58(%3.8)
Unknown ) 1004 O g 0
Coconary Angioplasty
Yes 6(2.3} 3 28 (30} 235
No 253(977) 209(86.9) SOB(970) BIG(96.5)
Halary of Athythmiss
Yes 20(7.7y 1616.1) 43(5.2) 7.1
No 235(9231 246{539) E86(847% B9 (P29
Unknawn 4] 5] 1(0.1) 0
Cocanary Atery Bypass
Geaft (CASG)
Yes 4{1.5) 2{08) 22(2.4) 31 (34)
No 255(9B5) 260(98.2) 914 (976} B94(96.5)
Otner Sgnificant
Cardiovascutar Hetory
Yes 63{24.3) 63{240) 247{264} 23(27.4)
Ko 195(75.7) 199{76.0) 689(T36) 672{726)
Past Menopausal® ’
Yes 122(B4.7) 11S{74.2) 425(784) 434(83.0)
No 22(153) 40{258) 117(216} 63 ({168)
Missing [} o o 10.2)
Farmily History of Coronary
Artery Deeasa
Yes 107 (413}  115¢43.9) 385(41.1) 386 (41.7)
No 150 (57.9) 146{56.7) 542(579 S23(57.2)
Unkrown 2{0.8) 140.4) 9105 10 (1.1}
{Other} Known {Indcator ofy
Coronary Heart Disease™
Yes 5(1.8) 4{1.5) 32(3.4) 24 (2.6)
No 254 (9B.1} 258{585) SO4(856) DOO(TTY
Urdsown 4] [+] 0 101}

----Continued On Next Page----
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Table 27 Completed.

Number And (Percent) Of Patients

Ezetimibe »
Riak Factors/Hisbory? Plsceko Ezetimibe Al Sisline Al Statns
Known CHD (w259} {262 (nwI35} {r=925)
Known Caconary Heart
Disease”
Knoan CHO 14 (5.4 1350 76 (8.1} 682
No CHD
NCEPATP R
Risk Facter.
1 727 T2n 728 4126
o 62(238) S6(1B.1)  Z14(22% 174 (18.8)
1 100(386) 104(39.7) 350(37.4) 354 (38.4)
2 £3(2D5) 63(280) 188{202 209(226)
>2 23 \89) 250895 80 (B.5) 7818.4)
a.  Female subjects only.

b Represents dota captured in & check box in Ihe casa repont form o dentity
indicatons of coronary heant diseaas other than thase already apecifed.

¢ Derlved varisbie: comprises any ane of comdination of myacardis| infarcion,
coronary angiopiasty, CABG, and *lorown coronary hesrnt dissasa” from the
Cardiovaseuar Risk FactorsHiatary modde af the case repart fom.

Trentment: Ezefimibe » Ezetimde 10 eng. AX Stafina « all doasa of alf statna.
NCEP ATP I » National Cholestero! Educatian Prograc Adult Treatmment Panet Il

APPEARS THIS WAY
ON ORIGINAL



Table 28 Primary Hypercholesterolemia
Randomized Controlled Trials
Factorial Coadministration Pool
Baseline General Medical History/ Physical Findings

Number And (Percent) Of Patients

Ezetinibe +
Placebo  Ezetmmibe  Ali Statins AN Statina

General Catagocy (n=259) {n=262) {n=836) (=925}

Cardisvascula’ 209{80.7) 214{81.7) TSE(BOB} 773 (X6}
Desmatolagic 88(340) 67(332) 206(318) 280(31.Z
Drug Allergies 78(305) 66(X52 270(2B8 250(B0
Endocrinalogic/Metsboli: 91(35.1)  84{321) 303 (324) 304 (329
Gastrointeatinal 130(50.2) 134{51.1) S00(534) 454{34)
Genliousnary 120({46.3) 128{488} 455(486} 430 (465)
Hematolagic 26 (10.0} B(3.4) 68(7.3) 63 (6.8

Immundiogic 63(243) S6(214) 206(20) 193(20.Y
MuscLioskelatal 167 {64.5) 165630} 390 (634) 604 (65.3)
Neuralogic 80{309) BU(05 I15(337) 294(31.8)
Ophthatmic 128 (48.4) 114{435) <30(459) 460({00N
Otorminalaryngologic 100 (38.6) 111 (424) 406(433) 28T 4.8
Paychistric 52201y 54(06 178190 186(11.9)
Pumonary 51(18.7)  ST(218  219(234) 191 (X

& Includes subjects with cardiovescuar history f dsk tactors of cardiovasauar
medical history f physical fnding, and postmencpainal cordition far women.

Treatment. Ezelmibe » Ezelimibe 10 mg, A3 Satirs « all doees of all statins.

APPEARS THIS WAY
ON ORIGINAL
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Table 29 Primary Hypercholesterolemia/Patients With Documented
CHD, Diabetes Mellitus, Or CVD Risk Factors
Ezetimibe Added To An Established Statin
Completed Randomized Clinical Trial
Baseline Demographic Characteristics

Number And (Percent) Of Patients

Statin + 4
Piacedo Emm 10 mg
Charscienstics snd Habits {re380) (n=379)
Age (y)
Mean 60.0 60.0
Madian 61 61
Minenian 22 3
RManimum 83 &S
Age {no. subjects, %)
<65 242i62) Z3(61)
> 65 148 (38) 146 (39)
<75 352(80) - 367 (69
>a 75 38 (10} 211
Sax {no. subjects, %)
Femaie 169 {43} 157 (41)
Male : 221 {57} 22({59)
Raoce {no. subjects, %)
Cauzasian 35691} 337 (89)
Btack 19{5) 21N
American Indian 2{=1} [}
Asian 41 5(n
Hispanic T 8(3
Caucasian/Biack 1i{<) o
Pacific tslendes 1 {<1} 14<1)
CaucssianPacific Istander ] 1{<1)

Note: Lizan valuas in this tahie are arithmetic means,

APPEARS THIS WAY
ON ORIGINAL



34

Table 30 Homozygous Familial Hypercholesterolemia

ibe Coadministered With A Statin

Completed Randomized Clinical Trial

Ezeti

Baseline Demographic Characteristics

APPEARS THIS wa
ON ORIGINAL '

EZ10mg + EZ10mg+ EZ10mg+ EZ10mg+ EZ10mg +
&an80mg Swin4080mg | Alor80mg  AlrdOmg  Alor80mg Sim80mg  SmdOmg  Sim80mg
Charactenstics {n=17) {n=33) n=12} ~=(rr=1‘_2} {re=12) (=5} {n=4) (=)
Agey)
Mean 2y 32 02 s 318 348 w3 »
Medan 30 3 p:: 3.8 328 * 328 28
Menimum-3aximum 13-68 174 1388 1174 1463 2858 17-83 038
Age {m. subjacts, %) .
<18y 2(12%) 5 (15%) 2(17%) 2(17%) 2(17%) 0 1.@5%) o
218y 15 (88%) 20 85%) 10 §83%) 10{83%) 10{83%) 5 {100%) 3{76%) 5{100%}
Sex{no. subjeats, %}
Farnate ' 12(71%) 17 H2%) 8{6T%) 9(75%) S (42%) 4 (80r%) 2 §50%) 1 (20%)
Male 8{2%) 16 (48%) 4336} J(28%) 7 {58%} 1{20%} 2 £50%) 4(80%)
Race (na. subjecrs, %) :
Caucasian 16 {94%} 2 B8%) 11 82%) 11 82%) 11 {SQ%y 5 {100%) 4 {100%) 3 {60%)
Black 0 1 3%) 0 0 1(8%) [} o [}
tesparic 1 {6%) I %) 1 @%) 1 (8%} 0 0 0 2{40%)
Abor » ston in EZ~ e2zetmibe, Sim » wr tal

Hote: Mean values inthis table are arthmetic mears.

APPEARS THIS WAY
ON ORIGINAL
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Table 31 Homozygous Sitosterolemia
Ezetimibe Coadministered With Established Therapy
Completed Randomized Clinical Trial
Baseline Demographic Characteristics

Placebo Ezetimibe 10mq

Charscteristics (n*7) {nn30)
Age )
Vean 316 370
Median L} 38
Mnimum 13 8
Maimum 57 72z
Age {no. subjects, %)
<18y 1(14) 4013)
N8y 65 26 (67)
Sex {no. subjacts, %)
Femaia & (B6) 18 (60}
Male 1(14) 12 (40}
Race (no. subjects, %)
Caucaslan 6 (85) 27 o0
Aslan 0 13
Hapanic 1(14) 2
/
APPEARS THIS WAY

ON ORIGINAL
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Table 32 Primary Hypercholesterolemia
Monotherapy Pool
Summary Of Adverse Events

Number And (Percent) Of Patients

E2etimibe Exetirnibe

Piacedo 1M0mg All Doses

Event (nNe755) {n1691} {nm1983)
Death o 1 (006) 100G
Serlous Adverse Evert 19(2.4) 35¢2.1) TS
Trealmeni-Reimed* Seriaus Adverse Evert ¢] 6(04) 7 (0.4
Disconfinustion Due 16 Adveree Event 30(3.8) 68 (4.0 B lEG)
Discontirustion Due to Treatmant-Relsted” Adverse Event 17(2.9) 3B(23) 40{20)
Treatmant-Emeigent Agverse Event S11(64.3 10514627 1241626
Treatment-Relsted * Ti Ewmergent Adverse Evert 123(155  ZG(130) 200(148)
SeverefLife-Threstering, Trapment-Emergent Adverse .
Event 32(40} THAT) 84{4.2)

a.  Judged 1o be ot lenst possibly related fo trapimant by the investigalor.

APPEARS THIS WAY
ON ORIGINAL



Table 33 Primary Hypercholesterolemia
Monotherapy Pool
Serious Adverse Events (SAEs)

Number And (Percent) Of Patients

Ezatimibe Eretimibe
Body System/Organ Class and Plsceho 10mg Al Doses
Adverse Event {rm795) {re161) {rm1963)
ANY SERIOUS ADVERSE EVENT 19 RA) 35 {21) 37 0N

BENIGN & MALIGHANT NEOPLASIMS

{INCLUDING CYSTS AND POLYPS) 3 04 3 0% & {o.4)
BASAL CELL CARCINOMA 2 3 o o
BREAST NEOPLASM MALIGNANT FEMALE o 1O 1 {0.1)
CARCINOMA ] 1 01 1 N
GASTRIC CARCINOMA. o 1 o1 1 (0.0
MENINGIOMA. o 1 (O 1 @1
REOPLASM, BRAIN a 1 04 101 -
PROSTATIC CANCER 0 2 0y 2 oy
PULMONARY CARCINOMA 1o 109 1 (o
RECTAL CARCINOMA o 104 1 {09
BODY AS A WHOLE - GENERAL DISORDERS 1 0.9 5 ©.3) 5 (03)
CHEST PAIN 1 @05 3 08 3 (02
DEATH ] 1 (0.1 1 @1
CUZZINESS 109 0 o
FATIGUE 0 109 1 (01
CARDIOVASCULAR DISORDERS, GENERAL 3 P4 3 0.2 3 (2
ANGINA PECTORIS AGGRAVATED 0 1 on 1 oM
CARDIAC FAILURE 1 @y o o
CORONARY ARTERY DISORDER 2 03 2 o1 2 (01)
HYPOTENSION POSTURAL o 1 05 1 (o1
MITRAL INSUFFICIENGY 1 o1y o o
MYOCARDIAL ISCHEMIA 1@ o o
TRICUSPID VALVE INCOMPETENCE 1 @Y g8 0
CENTR AND PERIPH NERY SYST DISORDERS 2 0.y 2 .4) 2 {(0)
CEREBROVASCULAR ACCIDENT NOS 1py . © S0
HYPOESTHESIA 1 o1 1 O 1 (0.1
TRANSIENT ISCHEMIC ATTACK 8 2 O 2 (0.1)
DISORDERS OF THE REPRODUCTIVE SYSTEM

AND BREAST 1 0.1 1 09 1 {84)
HYSTERECTOMY 1 02 o o
MENSTRUAL DISORDER 1 P2 B o
OVARIAN MASS 0 1 O 1 (o1
UTERINE FIBROID 1 o35 o 0

----Continued On Next Page----

APPEARS THIS WAY
ON ORIGINAL



Table 33 Completed.

Number And (Percent) Of Patients

E ratimils S
Body System/Organ Class and Piscebo 10O my A Doses
Adverse Evant (ne795) {ne1591) {re1583)
GASTRO-INTESTINAL SYSTEM DISORDERS 1 {0.1) 3 02 3 {02y
APPENDICITIS [} 1 (0.9} 1 @1
DIVERTICLLOSIS 0 1 03 1 o9
GASTRO.INTESTINAL DISORDER NOS 0 1 ©On 1 (0%
Gl HEMORRHAGE 1 oy o 0
ILEINS a 1 © 1 (@1
HEART RATE AND RHYTHM DISORDERS 1 0.1 2 (0.9) 2 {8.9)
BRADYCARDIA 1 Oy 7] [+
FIBRILLATION ATRIAL 0 1 @Oy AR5
PALPITATION o 1 {01 1 (01
INJURY AND POISONING [ 3 0.y 3Py
FRACTURE 8 1 ©1 1 (B.1)
INJURY ACCIDENTAL 0 2 OB 2 {01y
LACERATION, SKIN a 1 1 1 @Y
LIVER AND BILIARY SYSTEM DISORDERS™ 2 By 5 0y 5 (0.3)
CHOLECYSTITIS 0 1 @01 1 {01y
GAMMA-GT INCREASED 1 0y 10 1 (Y
HEPATIC FUNCTION ABNORMAL g 1 ©9 1 O
SGOT INCREASED 2 03 3 02 3 (0
SGPT INCREASED 2 o 2 Oy 2 {89)
METABOLIC AND NUTRITIONAL DISORDERS 2 0.y 1 (0.3) 1 o)
CREATINE PHOSPHOKINASE INCREASED! 1 o 1 0 1 {01
PHOSPHATASE ALKALINE INCREASED 1 o9 o I+
MUSCULO-SKELETAL SYSTEM DISORDERS 1 @4 4 (0.2 5 {0.3)
BACK PAIN ] ] 1 (1)
JOMT DISLOCATION o 1 O 1 (o
MUSCULO-SKELETAL PAIN g 1 O 1o
SPINAL DISORDER 1 @ 2 o1 2 (o
TENDON RUPTURE 0 1 01 1 {81
PRYCHIATRIC DISORDERS 1 (0. 1 (o1) 1:(09)
AMNESIA 1 oy ] o
MANIC DEPRESSION o 1 0.4) 1 (o
RENAL 8 URINARY SYSTEM DISORDERS 1 (6.1 o [
RENAL CALOULIIS 1 ©1) o] ¢]
RESDIRATORY SYSTEM DISORDERS 3 (0.4 2 foy) 2 0y
CHROMNIC OBSTRUCTIVE AIRWAY DISEASE 1 oYy o o
DYSPNEA 1 09 2 0.3} 2 {0
PLEURAL EFFUSION 1 01 1 ©1 1 (0
PNEUMOTHORAX 0 1 (01) 1 (01
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS 1 {0.1) 1 0.1 2 (0.4)
CELLUUTIS 1 @1 o o
PANNICULITIS 0 100 1 {0.9)
URTICARIA o o 1 (01}
SURGICAL AND MEDICAL PROCEDURES 3 (0.4 4 (02) 4 (0.
PROCEOURE 0 1 @5 1 @1
PROCEDURE (NO ADVERSE EVENT) 2 Py 3 0y 3 (02
TUIAOR EXCISION 1 0% 1] [+
VASCULAR {EXTRACARINAC) (INSORDERS 1 @Y ] °
THROMBOSIS 1 09 o o

& SGOT = ASYT, SGPT w ALT. Seversl protocois specifiad that elevatad ALT or AST at least tree
times tha upper it of the reference range {(2xULN) on two conmsecitive occasions at least 1 week
spart ehould be conaidared a setious adverse svent.

b:  Several protocols specified that elevated CPK 21OxULN, or 2SxULN with symptoms of myopathy in
ihe sbsence of cle irsuna, on two cor five a8 least 43 haurs Bpart shouid be
' considerad a serious adverse svent.
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Table 34 Primary Hypercholesterolemia
Monotherapy Pool
Serious Adverse Events (SAEs)
Considered As Treatment-Related By Investigators

Number And (Percent) Of Patients

Ezetmibe Ezetimibe

Bady System/Ongan Clase and Placeto 10 mp All Doses
Adverse Event . {me98) {nw1691) {nw 1983)

ANY TREATMENT-RELATED SERIOUS ADVERSE
EVENT 0 8 {0.4) 7 {0.4)
GASTROJINTESTINAL SYSTEM DISORDERS [} 1 {o.1) 1 {0.1)
BASTRO-INTESTIMAL DISORDER NDS 0 1 {01) 1 oy
HEART RATE AND RHYTHM DISORDERS [} 1 0.1 1 {o1)
PALPITATION 5] 1 {0 1 {09)
LIVER AND BILIARY SYSTEM DISORDERS* [] 4 9.2 4 (0.
GANMMAGT INCREASED [ 1 {0.1) 1 o
HEPATIC FUNCTION ABNORMAL [} 1 @©1) 1 9
3030T INCREASED o 3 02 3 {03
SGPT INCREASED 0 2 {01 2 o
METABOLIC AND NUTRITIONAL DISORDERS 0 1 {0.1) 1 {01}
CREATINE PHOSPHOKINASE INCREASED® [+ 1 {0.1) 1 {0.9)
MUSCULOSKELETAL SYSTEM INSORDERS 0 1 {0.1) 1 (0.1
MUSCULO.SXELETAL PAIN 0 1 o1 105
SXIN AND SUBCUTANEOL!S TISSUE DISORDERS 0 1 {0.1) 2 (0.9}
PANNSCUUITIS 4] 1 {01 1 0
URTICARIA 0 0 1 {04)

a: SGOT# AST, SGPT » ALT. Several protoccls specified that elevated ALY or AST ot lesul thvee
fines the uppar limit of the relerencs rangs (<18 N) on two conseculive oocasions at lsast
1 week apart should be caraitared & serious Bdverss avent,

b Semalpmhcohspecﬂed!hl&mledtﬁﬂ&ﬂ)&uzﬁx\mwhwdmmhy

b of muacle trs on two consecutive cccasions i lenst 45 hours apart should be

mmi&m:urﬁuudmem
Note: *Tresbment-Relasied® mms’udgedlobeslheu, ibty refated to treatmant by the
inwestigator,

APPEARS THIS WAY
ON ORIGINAL
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Table 35 Primary Hypercholesterolemia
Monotherapy Pool
Discontinuations Due To Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Exelimibe
Body SystamiOrgan Crass and Piscebo 1Hmg All Doses
Adverse Event {n=785) {n™1681) {rw1983)
ANY ADVERSE EVENT 30 (38} 62 (40) Tt (3.6
AUTONOMIC NERVOUS SYSTEM DISORDERS 1 ) o 0
HOT FLUSHES 1 0% \] 0
BENIGN & MALIGNANT NEOPLASMS
BNCLUDING CYSTS AND POLYPS) 1 (0.1} 7 (0.8 7 {04
BREAST NEOPLASM MALIGNANT FEMALE 6 1 @1 1 {1
CARCINOMA o 1 @1 1 {01)
GASTRIC CARCINOMA o 1 1 1 {1
MENINGIOMA & 1 @ 1 (o1
PROSTATIC CANCER o 2 01 2 {01
PULMONARY CARCINOMA 1 (0.1} [} o
RECTAL CARCINOMA o 1 (01 1 {01
BODY AS A WHOLE - GENERAL DISORDERS 7 (09 13 (0.3) 13 o
CHEST PAIN ¢ 3 0 3 oy
DEATH 1] 1 @1 1 {01)
DRZZINESS 1 (08) 3 0y 3 {62
EDEMA GENERALIZED 1 03 o o
EDEMALEGS 1 (0% a 4]
EDEMA PERIPHERAL 1 (09) +] o
FATIGUE 2 (03 2 () 2 @y
HEADACHE 2 03 5 0.3 5 (03
CARDIOVASCULAR DISORDERS, GENERAL 2 0.3} 4 0.2 5 {0.3)
ANGINA PECTORIS AGGRAVATED o 1 @1 1 {01
CORONARY ARTERY DISORDER 1 O 2@y . 2O
EDEMA DEPENDENT [} [+ 1 {an
HYPERTENSION 1 04 2 (0.1} /’ 2 @)
CENTR AND PERIPH NERV SYST DISORDERS 2 (0.3} 3 0.2) 3 2y
CEREBROVASCULAR ACCIDENT NOS 1 0.1) [+ 4]
OYSPHONIA 1 ©.1) 4] 5]
PARESTHESIA 0 3 0 3 @z
DISORDERS OF BLOOD AND LYMPHATIC
SYSTEM 0 1 {0.1) 1 {01)
LEUKOPENIA o 1 @) t (1)
DISORDERS Of THE EYE 2 0.3 2 (0.1 2 @©1)
VISION BLURRED 1 (0 2 (0.1 2 {01
XEROPHTHALMA 1 (0.1 1] [
DISORDERS OF THE IMMUNE SYSTEM 1 (0.1 [ o
INFLAMMATION, NON- SPECIFIC 1 o ] 4]
DISORDERS OF THE REPRODUCTIVE SYSTEM
AND BREAST ] 2 o1 2 1)
BREAST PAIN o 1 @1 1 {01
OVARIAN MASS o 1 1y 1 On
ENDOCRINE DISORDERS o P T 2 {04
DIABETES MELUTUS AGGRAVATED o 1 @) 1 (a1
TSH INCREASED [ 1 @y T (01)

----Continued On Next Page----

APPEARS THIS WAY
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BEST POSSIBLE COPY .

Table 35 Continved.

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body SysiemiOrgan Class and Flacebo 10mg Al Doges
Adverse Evert {ne 795} (ne1681) {n=1983)
GASTROANTESTINAL SYSTEM DISORDERS 8 (LY 16 (0.9) 16 {0.3)
ABDOMINAL DISTENSION 2 03 1 {0.9) 1 {01)
ABDOMINAL PAIN o 6 (0.4) 6 {03)
CONSTIPATION 3 04 10N 1 {01)
DIARRHEA 5 06 5 (0.3 5 (0
BIVERTICULOSIS B 1 0n 1 o
OYSPEPSIA o Z @n 2 ©1)
FLATULENCE o 1 0n 1 {01)
HEITIS o 1 1) 1 {04)
LOOSE STOOLS o 4 82 4 02
MOUTH DRY o 109 1 {01)
MOUTH ULCERATION 1 on [} 0
RAUSEA 1 09 1404} 1 {01)
VOMITING 1 o o 0
HEART RATE AND RHYTHIX IRSORDERS ] 2 o 2 (o1}
BRADYCARDIA o 1 1) t {0
 PALPITATION o 1 0.9) t N
INFECTION AND INFESTATIONS 4 (0.5 1 o1y 1 {0.9)
PHARYNGITIS 1 @B 0 0
PNEUMONA 1 0.8 o o
TOOTH ABSCESS 1 ©Y [+ 0
UPPER RESP TRACT INFECTION 1 O 1 @00 t {01}
INJURY AND POISONING ] 1 {0.1) 1 @
FRACTURE o 1 @0 1 {0y)
LIVER AND BILIARY SYSTEM OISORDERS” 2 (0} 10 {0.6) 10 {0.5)
GAMMA-GT INCREASED D 5 03 5 03
HEPATIC ENZYMES INCREASED 1 01 101 1 {01)
HEPATIC FUNCTION ABNORMAL o 2 (01) 2 {0.1)
SGOTINCREASED 1 (0.9 4 0 4 02
SGPT INCREASED 1 ©.1) 4 (0.2 4 {02
METABOLIC AND NUTRITIONAL DISORDERS 2 o3y s 0.5 8 {o4)
CREATINE PHOSPHOKINASE INCREASED" 2 O 5 @©3) 5 (03
PHOSPFHATASE ALKALINE INCREASED o 2 0.9 2 o1
WEIGHT INCREASE o 101 1 {01)

----Continved On Next Page----
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Table 35 Completed.

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body SystemiOrgan Ctass and Placebo Wmg All Doses
Adverse Bvent {nn 705} (e 1691) {1963y
MUSCULO.SKELETAL SYSTEM DISORDERS 8 {03} 12 (0.7) 13 0.0
ARTHRALGIA 2 ©03) 4 02 5 (03
ARTHRALGIA AGGRAVATED 4 2 (N 2 o
ARTHROPATHY 1 @0 [+) 0
BACK PAIN ¢ Z (Y 2 {01)
CRAMPS LEGS 1 0.1 2 {0 2 N
JOINT DISLOCATION [+ 1o 1 o
MUSCLE SPRAIN 1) 1 0.9 1 {1
MUSCLE WEAKNESS 1 O 1 09 t {0
MUSCULO-SKELETAL PAIN 2 03 2 om 2 (o
MYALGIA 1 ©9 o [}
TENDON RUPTURE 1] 1 00 1 {01
PLATELET, BLEEDING AND CLOTTING DISORD [} [ 1 {01)
THROMBOCY TOPENIA a [¢] 1t {01
PSYCHIATRIC DISORDERS 1 03} Ty 2y 4 {0.2)
ANXIETY o 2 () 2 {01)
INSOMNIA 1 @01 1 1) t {01
PARONIRIA, 4] 5] 1t {0D1)
RENAL & URINARY SYSTEM DISORDERS 0 1 {0.1) 1 {0.9)
RENAL PAIN o 1 {01 t {01)
RESPIRATORY SYSTEM DISORDERS 1 0.9 1 {0.1) 1 {0.9)
DYSPNEA 108 101 1 {01)
SKIN AND SUBCUTANEOUS TISSU
DISORDERS : 5 {0.6) 5 {0.3) 7 (0.4
ALOPECIA 109 0 [}
CELLULITIS 1 (01 0 0
PRURITUS 2] Z ) 2 {01)
RASH 101 1 109 1 {01
RASH MACULOPAPULAR 1 08 o o
SIGN DISORDER o ] 1401
SWEATING INCREASED 1 @Gn 0 ‘0
URTICARIA 1 o5 2 (0.1 3 {02
SPECIAL SENSES OTHER, DISORDERS ] 1 0.4) 1 {0.4)
TASTE PERVERSION [} 1 {01 1 {01
a: SGOTwAST, SGPT » ALT. Seversl protocols specifind that el d ALT or AST ot lessl three

lirvies the upper Hnit of the reference range {23xULN) on two consecutive occasions at least 1 week
apart should resut in disconkinuation.

b:  Several protocots specilied that slevated CPK 210x N, of 35N with symgloms of myopathy in
the absenca of muscie tralma, on twd cohsacutive occasions at feast &8 hours ppart should resull in
discortinustion.

APPEARS THIS WAY
ON ORIGINAL



Table 36 Primary Hypercholesterolemia
Monotherapy Pool
Discontinuations Due To Adverse Events (AEs)
Considered As Treatment-related By Investigators

Number And (Percent) Of Patients

Ezatimibe Ezetimibe
Body SystemiOrgan Class and Pacebo W mg A Doses
Adverse Event {rm795) {1601 {n»1853)
ANY TREATMENT-RELATED ABVERSE EVENT 17 {21) 38 {2.3) (20
BODY AS A WHOLE . GENERAL DISORDERS 4 {0.5) 5 (03) 5 (0.9
CHEST PAIN 1] 1 1 (0.9)
EDEMA GENERAUZED 1 {0y [+] o
EDEMA LEGS 1) ] o
EDEMA PERIPHERAL 1 {0 1} 0
EATIGUE 1 o0 1 (61 1 0.9
HEADACHE 1 (o) 3 @ 30y
CARDIOVASCULAR DISORDERS, GENERAL 1 {61) R K} 1 (0.1)
HYPERTENSION 10 1 @1 1 (0.9)
CENTR AND PERIPH KERV SYST (MSORDERS [} 2 o) 2 {0.1)
PARESTHESIA o 2 (0.4) 2 0.4
DISORDERS OF BLOOD AND LYMPHATIC [ 1 {0.4) 1 (o.9)
SYSTEM .
LEUKOPENIA /] 1Y 1 (0.9)
DISOROERS OF THE EYE 1 {04 1 {0.9) 1 (0.9}
VISION BLURRED 1 {0 1 (81 1 (0.4
DISORDERS OF THE IMMUNE SYSTEM 1 .1 [} ]
INFLAMBATION, NON- SPECIFIC R 3)) ] 1]
ENDOCRINE DISORDERS o 1 (0.9} 1 {0.13
TSH INCREASED o 1P 1 @0
GASTROMNTESTINAL SYSTEM DISORDERS £ {0.8) 16 (9.6) 16 (0.5)
3 ABDOMINAL DISTENSION 2 {03) [} o
== ABDOMINAL PAIN o 4 @ & (0.2
RS CONSTIPATION 2 oy 1 (09 /"1 R
DIARRHEA 4 (08) 4 {02 &y
LOOSE 3TOOLS 0 3 02 3 0
* MOUTH DRY 4} 1 (@1 1 (©1
NAUSEA o 1 {61} 1 0.9
VOMITING 1 01 [} 6
HEART RATE AND RHYTHM DISORDERS ] 1 o) 1 (0.)
SRADYCARCA [/] 1 <01 1 {01
INFECTION AND INFESTATIONS 1 {01y L] ]
PHARYNGITIS 1 (©1) a o
LIVER AND BIIARY SYSTEM DISORDERS® 1 {0.1) 3 {o.5) s (0.5)
GAMMA-GT INCREASED 0 3 (02 3 0
HEPATIC ENZYMES INCREASED 1 O 1 {01y 1 (0.9
HEPATIC FUNCTION ABNORMAL 0 2 (6.1) 2 {01
SCOT INCREASED 4] 4 (o 4 (03
SGPT INCREASED a 3 (02 3 0y

----Continued On Next Page----
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Table 36 Completed.

Number And (Percent) Of Patients

METABOLIC AND RUTRITIONAL DISORDERS 1 {01y 5 (03 s (0.3)
CREATINE PHOSPHOKINASE INCREASED 1 O 5 (0.9 5 (0.3)
MUSCULO-SKELETAL SYSTEM DISORDERS 5 {0.6) 5 (0.3) $ (0.3
ARTHRALGIA 2 {03) 3 (02 3 (0.2
ARTHROPATHY 1 {an o o
CRAMPS LEGS 1 {01 1 (01 1 {09
MUSCLE WEARNESS 1 @ o o
MUSCULD-SKELETAL PAIN 2 03 1 {0 1 (0.9
PSYCHIATRIC DISORDERS ] 2 (. 2 {o.
ANXIETY 0 1 (0.9) 1 (D)
INSOMNIA [} 1 {01 1 (0.1
RENAL & URINARY SYSTEM DISORDERS ¢ 1 {0.1) 1 {0.1)
RENAL PAIN 0 1 0.4y 1 (0.1
RESPIRATORY SYSTEM DISORDERS 1 {00 1 {04) 1 (0.1
DYSPNEA 1 {0) 1 @n 1 {09
SKIN AND SUBCUTANEOUS NISSUE 3 {04 4 {0.2) 5 (0.3
DISORDERS

PRURITUS 5} 1 {04} 1 DYy
RASH 1 {01) 1 01 1 {0y
RASH MACULOPAPULAR 1 {01) o ]
SWEATING INCREASED 1 01) 0 o
URTICARIA 1 {01 2 {01 3 (02
SPECIAL SENSES OTHER, DISORDERS [ 1 oy 1 P9
TASTE PERVERSION 0 1 (@ 1 (B

a; SGOT = AST; S5GPT » ALT. Several protocols spacified that elevated ALY or AST at faast tyes
times the upper lenk of the reference range (23xULN) on two consecutive occasions at laast § week
apart shauld result i discontvuation.

b Several protocols specifiad that edevated CPK =10xULN, or ZSxULN 'with syrploms of myopathy in
the abeence of muscle trauna, on two consaculive occasions at ast 48 holvs apart should resut in

Note: *Treatment-Relatad” means judged 1o be st jeast pessiily related 16 repiment by the investiy

APPEARS THIS WAY
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Table 37 Primary Hypercholesterolemia
Monotherapy Pool
Adverse Events (AEs) Of Any Severity
Reported For >2% Of Patients In Any Pooled Treatment Group

Number And (Percent) Of Patients

Ezetimite Ezetimibe
Body SystamXrgan Class and Pacebo 10 mg At Dosss
Adverse Event {nwres) {1691} {ne1683)
ANY ADVERSE EVENT 511 {843 1061 {62.7) 1241 {826)
BODY AS A WHOLE -~ GENERAL
ISORDERS
DIZZINESS 8 23 M 20 0 20
FATIGUE “ {18 38 (22 4 22)
HEADACHE 81 {29 112 (B85 133 67)
GASTROJINTESTINAL SYSTEM
DISORDERS
ABDCMINAL PAIN 22 (28) S0 (30 % @0
CONSTIPATION 22 (28 n o 42 29
DIARRHEA 24 RO & (30 &7 (34)
DYSPEPSIA 25 @) 9 24 & 24)
NAUSEA 28 @35) 3 Ry 43 22
INFECTION AND INFESTATIONS
INFECTION VIRAL OB 38 (22 57 29
PHARYNGITIS 17 @2y 38 23 51 26)
SINUSITIS 22 (28 61 (36} 89 {395
UPPER RESP TRACT INFECTION B’y 148 (B8} 171 (8§
URINARY TRACT INFECTION % R0 23 (1.4 3 (1.6
MUSCULO-SKELETAL SYSTEM
DISORDERS
ARTHRALGIA 27 (34 64 (38 Bf (4.%)
BACK PAIN 3 3y b IR 8t (A1)
MUSCULO-SKELETAL PAIN 32 {40) 66 {19) 2 @36
MYALGIA 25 2y 2 25 .54 2N
RESPIRATORY SYSTEM DASORDERS .
COUGHING 17 21 38 (23) % 23)

APPEARS THIS WAY
ON ORIGINAL
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Table 38 Primary Hypercholesterolemia
Monotherapy Pool
Adverse Events (AEs) Of Any Severity,
Considered As Treatment-Related By Investigators
Reported For >2% Of Patients In Any Pooled Treatment Group

Number And (Percent) Of Palients

Exetimibe Ezetimibe
Body Syatam#iOrgan Clans and Piacebo 10 mg All Doses
Actverse Event {n=T95) {n»1601) (w1583
SUBJECTS REPORTING ANY ADVERSE
EVENT 123 (15.5) 235 {139) 203 (14.3)
BODY AS A WHOLE — GENERAL
DISORDERS
HEADACHE 17 {21 20 (12 28 {14
GASTRO-INTESTINAL SYSTEM
DISORDERS
CONSTIPATION 16 {20) 14 (0.8) 20 (1.9

Nots: “Treatment.refated” means judged %o be at least poseibly related to treatment by the investigaior.

el

APPEARS THIS WAY
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Table 39 Primary Hypercholesterolemia
Monotherapy Pool
Severe Or Life-Threatening Adverse Events (AEs)

Number And (Percent) Of Patients

Ezebimibe Ezetimibe
Body SyslemiOrgan Ciass and Piacebo 10mg A% Doses
Adverse Evert {nw785) {n»1691} (n1963)
ANY SEVEREILIFE THREATENING
ADVERSE EVENT 12 W0 ™ @Un M 4
AUTONOMIC NERVOUS SYSTEM
DISORDERS 1 O ] ]
HOT FLUSHES 1 o1 o 0
BENIGN & MALIGNANT NEOPLASMS
BNCLUDING CYSTS AND POLYPS) 1 {04 & (85) (Y
BASAL CELL CARCINOMA 0 2 oy 2 pa
BREAST NEOPLASM MALIGNANT
FEMALE 1] 1 0% 1 {09
CARCINOMA o 1@ 1 oy
GASTRIC CARCINOMA L] S1 o 1 @O
MENINGIOMA o 1 (0 1 09
NEOPLASM, BRAIN o 1 {0 10
PROSTATIC CANCER o 1 {0 1 0on
PULMONARY CARCINOMA 1t o 101 1 o0
BOOY AS A WHOLE - GENERAL
DISORDERS 8 {(1.0) 14 (0.8} 16 {0.8)
APPETITE INCREASED 0 1 {01 1 09
BACK PAIN, AGBRAVATED 1] 1 00 1 909
CHEST PAIN 1 o9 3 02 3 03
DEATH o 101 1 040
DIZZINESS 4 ©% 1 (01 1 0.1
EDEMA PERIPHERAL 1 {01 o o
FALL 0 1 @1 1 Py
FATIGUE 1 @O 1 @Oy 1 o1
HEADACHE 2 vy 4 02 & 0.3
HYPOXIA ] 1Py 1 {01)
SYNCOPE PR - 2 (b 2 By
CARDIOVASCULAR DISORDERS,
GENERAL 3 0.9 3 {0.2) s {0
ANGINA PECTORIS o 1 {01 1 01
ANGINA PECTORIS AGGRAVATED ] 1 oY 1PN
CARDIAC FAILURE 1 {0 ] o
CORONARY ARTERY DISORDER 2 03y 1wy 1 ©1
HYPOTENSION POSTURAL o 1 (@Y 109
MITRAL INSUFFICIENCY 1 {01 o 1}
TRICUSPIO VALVE INCOMPETENCE 1 {a1) Q [s]

----Continued On Next Page----
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Table 39 Continved.

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body SystemiOrgan Class and Placebo 10 mg Al Doses
Adverse Event {705} (ne1601) {1583
CENTR AND PERIPH NERV SYST
DISORDERS 1 ©1) 5 (0.3 s 10.3)
HYPERKINESIA 0 1o 1 o9
HYPERTONIA ] 1 0.1 1 ©On
HYPOESTHESIA 1 @) a 0
LOSS OF CONSCIOUSNESS o 1 (01 1 0%
PARESTHESIA 0 1 o 1 0.9
SOMNOLENCE [+ 1 09 1 o)
DISORDERS OF THE EAR £ LABYRINTH 1 {01) 1 (@.1) 1 0.1}
HEARING IMPAIRMENT 1 G4 [} 1]
VERTGO [ 1 0 1 o0
DISORDERS OF THE EYE 1 {01} 1 {8.9) 1 w0y
CONJUNCTIMTIS o 1 {61 1 08
XEROPHTHALMA 1 @1 D ]
DISORDERS OF THE IMMUNE SYSTEM o T Y 1 0y
ALLERGY AGGRAVATED [¢] 1 01 1 O
DISORDERS OF THE REPRODUCTIVE
SYSTEM AND BREAST 1 fB4 1 {0.1) 2 (o)
HYSTERECTOMY 1 {02 o a
OVARIAN MASS 1) 109 1 109}
UTERINE HEMORRHAGE 0 o 10
GASTRO-NTESTINAL SYSTEM
DISORDERS 6 {0.8) i Ly 18 (0.9}
ABDOMINAL DISTENSION 0 2 (o1 2 0y
ABDOMINAL PAIN 1 (o) 2 oy 2 Q1
APPENDICITIS o 1o 1 QY
CONSTIPATION 1 @9 o 0
DIARRHEA 2 03 5 W3 5 (0.3
DIVERTICULOSIS 4] 1o 1 @0
DYSPEPSIA [+] LR 1 @1
GASTRO-INTESTINAL DISOROER NOS [ 1o 1 ©1)
GASTROENTERITIS _o1 o) 2 @y 2 {09
GASTROESOPHAGEAL REFLUX [i] 1 @ 1 G}
REMS 0 1 0% 1 {09)
MOUTH DRY 0 1 0% 1 O
NAUSEA [+) 2 (01 2 Y
RUQ {righl upper quadrant) PAIN o 1 @0 1 @Oy
TOOTHACHE 1 {0n o 2}
VOMITING o) 3w 3 08
HEART RATE AND RHYTHM DISORDERS: [] 3 {0.2) 3 (0.y
FIBRILLATION ATRIAL [+] 2 0. 2 oy
PALPITATION [+] 1o 1 on

----Continued On Next Page----
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Table 39 Continued.

Number And (Percent) Of Patienis

Ezetimibe Ezstimibe
Baody System/Organ Class and Placebo 10mg Al Doses
Adverse Event {795} {nw1681) (n=18983)
INFECTION AND INFESTATIONS 3 o4 7 (0.4 7 (04)
INFECTHON VIRAL [ 1 Y 1 1
MASTOIDITIS 1] 1 {0.9) R UR))
PHARYNGITIS [+] 1 {01 1 ©1)
SINUSITIS 1 09 2 o1 2 0
TOOTHABSCESS 1 {01 o 0
UPPER RESP TRACT INFECTION o 2 (09 2 (@1
URINARY TRACT INFECTION 1 {01} 1] [+
INJURY AND POISONING 1 {1y 2 w0y 2 0.
FRACTURE [ 1 O 1 0.1y
FRACTURE, BONE 1 {0.1) 1 ©On 1 {0y
LIVER AND BILIARY SYSTEM 2 Py 5 (0.3} 5 {0.3)
DISORDERS®
GALLBLADDER DISEASE 1 {01 o 4]
GAMMA-GT INCREASED 7] 2 01 2 0
HEPATIC ENZYMES INCREASED [+] 1 @1 1 (0.1)
HEPATIC FUNCTION ABNGRMAL 0 1 ©1) 1 (01
SGOT INCREASED 1 {01} 2 0.1 2 (0.1
SGPT INCREASED T {01 1 0.1 1 {09
ggfmmm AND NUTRITIONAL 1 {0.1) 4 (0 4 {0.9
CREATNNE PHOSPHOKINASE 1 o) 4 (0 a (0.2
INCREASED
MUSCULO-SKELETAL SYSTEM 5 (0.8 18 (1.1) 21 (1)
DISORDERS :
ARTHRALGIA 1 {0.1) 3 O 3 (02
ARTHRALGIA AGGRAVATED 0 2 Ot 2 (0.1
ARTHRITIS [4] 1 {01 1 0.9y
BAGK PAIN 2 03 7 (04) 8 (0.4
JOINT DISLOCATION Q 2 o 2 (0.1
MUSCLE SPRAIN [+] 1 01 1 {01
MUSCULO-SKELETAL PAIN 3 2 0.3 6 {04) 7 0.4
OSTEOARTHRITIS NOS [4 1 {0.1) 1 (0.
SPINAL DISORDER 5] 2 ©.n 2 (0.1
TENDON RUPTURE [ 1 @Y [ANGRT
PSYCHIATRIC IXSORDERS 2 Oy [} []
AMNESIA 1 {01) o [+)
IMPOTENCE t {03 o 0
ﬁ‘maunmm SYSTEM 1 oY 4 oy 4 0.7
CYSTITIS [+] 1 ©1n 1 (0.1
DYSURIA o 1 ©.1) 1 {01y
RENAL CALCULUS t {0.1) 2 2 {1y

----Continved On Next Page----
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Table 39 Completed.

Number And (Percent) Of Patients

Ezebenidbe Ezetimibe
Bady SystemiOrgan Class and Placetio 10mg A Doses
Adverse Event {r=7D5)} (ne1681} {n™1983)
RESPIRATORY BYSTEM MISORDERS 4 {@.5) 3 0.9 3 0.2
BRONCHITIS [+] 1 @9 1 01
CHROMIC O8STRUCTIVE AIRWAY t {01 4} 1]
DISEASE
COUGHING AGGRAVATED 1 {01) o [¢]
DYSPNEA 1 {0.1) 2 01 2 (01
PLEURAL EFFUSION 1 {0 1 094 1 (0.1
PNEUMOTHORAX 0 1 08 1 @
gmnmmurmsns&us 1 {09 3 g 4 {0.2)
CELLLNITIS {01 g [s]
PANNICULITIS 0 1 (08 1 (01
RASH 6 ¢ 1O
SWEATING INCREASED 0 2 oY 2 o)
SPECIAL SENSES OTHER, DISORDERS 0 1 01} 1 {0.1)
TASTE PERVERSION 0 1 @1 1 {0.1)
SURGICAL AND MEDICAL 4 Qs 2 0.1} 2 .9
PROCEDURES
DENTAL PROCEDURE 1 {09) 1] 5]
PROCEDURE (NO ADVERSE EVENT) 3 a4 2 0y 2 @y
\ileSCULAR [EXTRACARDIAC) 1 01 0 0
THROMBOSIS T {01 g 5]

& SGOT » AST, SGPT » ALT.

APPEARS THIS WAY
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Table 40 Primary Hypercholesterolemia
Monotherapy Pool
Blood Urea Nitrogen (BUN) And Creatinine
Postbaseline Values Outside Prespecified Limits

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Ptacebo 10.mg All Doses
Prespecified Limits (n=T95) (n®16891) (n=1983)
| Blood Urea Nitrogen {BUN); Reference Range: 5-20 mgidL
<5 mgldt 0785 011663 >1995
220 mgidL 1500785 (19.1) 320/16683 (18.2} 36111955 (18.5)
| Creatinine; Reference Range: 0.7-1.4 mgidL
>1.4 mpitl 28796 (3.6) TIHE74 (4.2} 8471966 (4.3}

Note: These data are presented in the form X/Y, where X represents the number of
subjects who met the criterion for a value outside pregpecified limite as indicated, snd
¥ represents the number of subjects who had at least one postbaseline cbeervation
for the test in question.

APPEARS THIS WAY
ON ORIGINAL
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Table 40 A Primary Hypercholesterolemia
Monotherapy Pool
Blood Urea Nitrogen (BUN) And Creatinine
Postbaseline Values Outside Prespecified Limits

52

Number And (Percent) Of Patients

Ezetimibe Ezetimiba
Placebo 10 mg Alf Doses
Prespecited Limits {n=795) {(n=1601) {n=1063)
{ Blood Urea Nitrogen (BUN); Reference Range: 5-20 mgtdL |
US: <5 mgldl 01785 w1683 01995
Sk 1.783 mmold.
US: >30 mgidL TS (1.1) 16/1663 (1.0} 18/1955 (0.9}
SI: >10.7 mmoliL
[ Creatinine; Reference Range: 0.7-1.4 mgidlL ]
US: >2 mgidL 2786 (0.3) 21674 (0.1) 211966 {0.1)

SI: >»176.8 pmolil

Note: Thesa data are presented i the form XJY, where X represents the rnumber of subjects who
met the criterion for a value outside preapecified kmits as indicated, and Y represents the
number of subjects who had at least ona postbasaline ctaervation for the tastin question.

APPEARS THIS WAY
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Table 41 Primary Hypercholesterolemia
Monotherapy Pool
Blood Urea Nitrogen (BUN) And Creatinine
Mean And Median Changes From Baseline To Endpoint

Ezetimibe Ezetimibe
Placebo 10mg All Dosaes
Values {n=T05) {n=1691) {n=1683)
l fBlood Urea Nitrogen (BUN); Reference Range: 5-20 mgidL |
Baseline Value {mghiL)
Mean 153 15.4 153
80.n 433,795 4.28, 1691 4.20, 1083
Median 15 15 15
Change from Baseline to
Endpoint {mgrdL)
Mean -0.092 0.024 -0.001
8D.n 341,771 365, 1637 A4.57, 1626
Median 0 44 ]
| Creatinine; Reference Range: 0.7-1.4 mpidL |
Baseline Value {mgAiL)
Mesan 1.07 1.08 108
SO, n 0.173,795 0.174, 1691 0.174, 1383
Median 1.1 11 1.1
Change from Baseline to
Endpoint {mgfdL)
Mean -0.003 -0.011 -0.008
Sh.n 0.089, 779 0.094, 1657 0.092, 1948
Median 0 0 2]

80, n = standard deviation, number of subjects included in calcuiation of change.
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Table 42 Primary Hypercholesterolemia
Monotherapy Pool
Hematology: Platelet Count, White Blood Cell (WBC) Count,
Hemoglobin, Hematocrit, And Prothrombin Time
Postbaseline Values Outside Prespecified Limits

Number And (Percent) Of Patients

Ezetimiba Ezetimibe
Placsbo 10mg Al Doses
Prespecified Limis {n=795) {nw1691) {n%1983)
i Platelet Count; Reference Range: 150-450 x 10" ]
<150x10%L 24/785(3.1) £211662 (3.7) 701954 (3.6)
>450210%1L 61785 (0.8) 1662 (D.5) 81954 (0.4)
| White Blood Cell [WBC) Count; Reference Range: 4.8~10.8 x 10”/L ]
<4 Bx10°1L 200785 (371)  GITHES2(3T.H) 72511954 (37.1)
>$0.8x10%L 121785 (1.5) 3811662 (2.3) $1/11954 (2.1)

| Hemoglobin; Reference Range: Female 1216 gidl; Male 14-18 gidL !

F<12; M:<14 ghdL 921785 (11.7) 24511662 (14.7) 20911954 (15.3)
F:>16; M:>18 grdl. 2785 10.3) 121662 (0.7) 1311854 (0.7)

L Hematocrit; Reference Range: Female 36%-46%; Male 42%-54% ]
F<36%; M:<42% 162/785 {20.6) 38911662 (23.4) 47711954 (24.4)
F246%; M:>54% 141785 {1.8) 351652 (2.1) 361054 {1.8)

N Prothrombin {PT) Time; Reference Ranpe: 10.5-13.5 seconds . ]
>13.% seconds 15713 zin 28/1534 (1.8} 201816 (1.6}

ULN = upper limit of the reference range.

Note: These data are presented in the form XY, where X represents the number of
subjecta who met the ariterion for 8 value outside prespedified imits a3 indicated, and Y
represents the number of subjects who hed at least one postbassline observation for
the test in question.
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Table 42 A Primary Hypercholesterolemia
Monotherapy Pool
/ Hematology: Platelet Count, White Blood Cell (WBC) Count,
Hemoglobin, Hematocrit, And Prothrombin Time
Postbaseline Values Outside Prespecified Limits

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Placebo 10 mg All Doses
Prespecified Limits {n=705) {n=1691) {r=1083)

| Platetet Count; Reforence Range: 150450 x 10°L ]
USISE: <100x10%4 1785 (0.4 10/1662 (0.6} 131984 (0T}
us:st >450x10°L &/785 (0.8} 81662 (0.5) 811054 {0.4)

| White Blood Cell (WBC) Count; Reference Range: 4.8-10.8 x 10'IL |
usIsE: <3.ox10%1 5785 (0.6) 161662 (1.1) 211554 {1.1)
usIsl: >10.8x10% 124785 (1.5) 381662 {2.3) 411954 (2.1)

| Hemoglobin; Reference Range: Female 12-16 gidL; Mate 14-18 gidL ]
Fetd; Mo<t3 pid 184785 (2.3 42118662 (2.5) 541954 (2.8)
F:<110; M:<130 gt
F:>16; M:>18 gidt 2785 {0.3) 12M662 {0.7) 1311954 (0.7)
F:»1860; M:>180 g/'L.

] Hematocrit: Reference Range: Female 36%-46%; Male 42%-54% ]
Fr<33%; M:<39% 20785 (37} SOMEEZ (4.2) 8511854 (4.4)
F246%; M:>54% 147785 (1.8) 381662 (2.1) 361954 (1.8)

| Prothrombin (PT) Time; Reference Range: 10.5-13.5 seconds ]
»1.5ULN 07713 41534 {0.3) 811816 {0.3)

ULN = upper limit of the reference rangs.

Note: These dsta are presented in the form XUY, where X repeesents the number of subjects who
miet the criterion for a value autside preapacified kmits as indicated, and Y represants the
number of subjects who had st lesst one postbaseline cbservation for the testin question.

APPEARS THIS WAY
ON ORIGINAL
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Table 43 Primary Hypercholesterolemia
Monotherapy Pool
Hematology: Platelet Count, White Biood Cell (WBC) Count,
Hemoglobin, Hematocrit, And Prothrombin Time
Mean And Median Changes From Baseline To Endpoint

Number And (Percent) Of Patients

Ezetimibe Ezetimiba
Piacabo 10 mg All Doses.
Values (n=795}) (n= 1681} (n%1983)
{ Platelet Count; Reference Range: 150-450 x 10°/L |
Baseline Value {x 10%L)
Mean 251 249 246
SD,n 59.5, 795 56.1, 1690 55.4, 1982
Madian 244 245 242
Change from Baseline to
Endpoint {x 16°1)
Mean 233 1.78 155
8D, n 31.2,770 31.8,1634 31.4, 1923
Median 3 35 3
[ White Blood Cell (WBC) Count; Reference Range: 4.8-10.8 x 10%/L ]
Baseline Value {x 1011}
Mean 5.67 564 568
8D.n 1.48, 795 1.53, 1680 1.52, 1882
Median 54 54 54
Chanpa from Baseline to
Endpoint {x 16"}
EEEN Mean o078 0.149 0.111
u&ugd S0, n 1.04,770 1.1, 1634 134, 1923
: Hedian DA . 0.1 D.1

----Continued On Next Page----
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Table 43 Completed

Number And (Percent) Of Patients

Ezatimibe Ezetmibe
Placebo 10mp All Doses
Values (n*795) {n=1691) (n=»1583)

] Hemoglokin; Reference Range: Female 12-16 g/dL; Male 14-18 gidL ]

Baseline Value {x gidL)
Mesan 14.2 14.3 143
SO,n 1.26, 79% 1.21, 1600 121, 1982
Medisn 142 143 14.3
Change from Baseling to
Endpoint (x gidL}
Mesn -0.021 0.016 0.033
sD,n 0621, 770 0.502, 1634 0.589, 1923
Medisn o 0 0
I Hematocrit; Reference Range: Female 36%—46%; Male 429-54% ]
Baseline Value
Mean 4190 42 42
8D, n 3.58,795 3.47, 1650 3.47, 1082
Median 1.9 a2 a2
Change from Baseline fo
Endpoint
Mean 0.075 0.429 0.076
80, n 143,779 1.88, 1634 188, 1623
Median 8.1 0.1 0.t
| Prothrombin Time (PT); Reference Range: 10.5-13.5 seconds |
Basefine Value (sec) )
Mean 16 116 LY
SO, n 087,773 097, 1657 7 0.935, 1044
Median 115 116 11.5
Change from Baseline to
Endpoint {sec)
Mean 0.021 0.026 -0.0006
SO, n 0.76,670 0.768, 1430 0.878, 1697
tdedian 0 01 0

S0, n # standand deviation, number of subjects inctuded in calcuiation of change.

APPEARS THIS WAY
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Table 44 Primary Hypercholesterolemia
Monotherapy Pool
Allergic Reaction/Rash Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Ezstimibe
Body SystemiOrgan Class ard Placedo 10mg A Doses
Adverse Event {785} {nw1691) (n»1983}
ANY ALLERGIC REACTION J RASH

AINVERSE EVENT 28 .5 79 (A7) 91 48)
ALLERGIC REACTION 1 {071 1 {01 2 ©n
ALLERGY 6 08 2 .A 32 (1§
ALLERGY AGGRAVATED 1@y 10 08 10 (05
OERMATITIS 1 01 5 0y 6 03
EOSINOPHILIA a LI+ 8} 1 01
FACE EDEMA o 1 o 1 ©1n
PRURITUS 3 P4 5 3 5 0.3
RASH 11 (1.4 19 (.13 24 (13
RASH ERYTHEMATOUS o 2 oy 3 03
RASH MACULGPAPULAR 1 @1 1 {01 1 (04}

RASH VESICULAR 1 Q) 0 o
SKIN DISORDER i} 3 0y 4 02
URTICARIA 3 04 3 P2 )

APPEARS THIS WAY
ON ORIGINAL



Table 45 Primary Hypercholesterolemia
Monotherapy Pool
Central and Peripheral Nervous System Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body System/Organ Class end Placebo 10mg Al Doses
Adverse Event {naT95) {n=1681) {n=1983)
ANY CNS/PNS ADVERSE EVENT 26 {3.3) 58 (3.4) 67 (3.4)
ATAXIA 1 (0N 2 1) 2 {01
CEREBROVASCULAR ACCIDENT NOS 1 @0n 0 0
CNS DYSFUNCTION 0 1 {01 1.0
CONCENYRATION IMPAIRED 0 2 1) 2 0
COORDINATION ABNORMAL 1 0% 0 0
DYSPHONIA 2 (0.3 0 0
HYPERESTHESIA 10N 1 1) 1 {01)
HYPERKINESIA 0 1 0N 1 {0.1)
HYPERREFLEXIA 0 1 {01) 1 {0
HYPERTONIA 0 8 {05) 9 {0.5)
HYPOESTHESIA 7 (0.9} 10 {0.6) 10 {05)
HYPOREFLEXIA 0 3 {02) 3 02
LOSS OF CONSCIOUSNESS o L R )] 1 {0.1)
MIGRAINE 3 (04 6 {04) B {04}
MIGRAINE AGGRAVATED L] 1 {01) 1 {01)
MIGRAINE, OPHTHALWMIC 0 1 {01) 1 {09
NEURALGIA h} 5 {0.3) 5 {0.3)
NEUROPATHY 1 (0.1) o 0
PARESTHESIA 3 {04) 8 {0.5) 13 (0.7)
PYOSIS 1 0.9 0 0
SOMNOLENCE 3 (0.4) & {04 7 {0.8)
TORTICOLLIS 1 {(0.9) 2 o 2 o)
TRANSIENT ISCHEMIC ATTACK 0 2 0 2 @
TREMOR 1 (0N o ]
TWITCHING 1 {0 2 {0 2 (01)
VASOVAGAL ATTACK 0 1 {01) 1 {0

APPEARS THIS WAY
ON ORIGINAL



Table 46 Primary Hypercholesterolemia
Monotherapy Pool
Psychiatric Adverse Events (AEs)

Number And {(Percent) Of Patients

Ezetimibe Ezetimibe
Body System/Crgsn Class snd Placebo A0 mg Al Doses
Adverse Event {n=70S5) in®1601} {nn1983}
ANY PSYCHIATRIC ADVERSE EVENT 25 (3.9) 5¢ (3.5) 86 (3.3)
AGITATION o t+|0.1) 1 {©0.1)
AMNESIA 1 (01) 1 (0.1 2 ©ONn
ANXIETY 3 (04 13 {0.8) 13 (00
ANXIETY AGGRAVATED D] 1 (0.1} 2 {0.1)
DEPRESSION 3 (0.4) 9 {0.5) 11 {06)
DEPRESSION WORSENED 1 (01) 4 (0.2 L ]
EMOTIONAL LABILITY o 1 (01 1 (0.1}
IMPOTENCE 1 {0.3) 5 (0.8) 5 {0.5)
INSOMNIA 15 {19) 23 {14) 26 (L3
INSOMNIA AGGRAVATED 0 2 04 2 {0.4}

IRRITABILITY 1 {01 0 0
NERVOUSNESS o {01 1 09
PANIC ATTACK 0 1 {0.1) 1 {013
PARONIRIA 1 {01) [+] 1 {09
PSYCHOSIS 0 1 {01 1 &0

:/.

/

APPEARS THIS WAY
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Table 47 Primary Hypercholesterolemia
Monotherapy Pool
Gastrointestinal Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Ezetimiba
Body System/Orpan Ciass and Placebo 10mg Al Doses
Adverse Event (n=745) {n=1691) {n=1663)
ANY GASTROINTESTINAL ADVERSE EVENT 155 (19.5) 303 (17.9) 348 {17.5)
ABDOMINAL DISTENSION 7 (0.9) 18 (1.1) 19 (1.0
ABDOMINAL PAIN 22 (2.8) 50 (3.0) 5 (3.0)
ABDOMINAL TENDERNESS 2 (0.3 6 (0.4) 6 (0.3}
APPENDICITIS o 1 (0.1) t (0.1}
BLOOD IN STOOL 1 ¢0.1) 3 82 5 (0.3)
BOWEL SOUNDS ABNORMAL (] 1 (0.1) 1 {0.1)
CHANGE IN BOWEL HABIT (NOS) 1 (0.1} 1 (01 1 (0.4}
coutis 1 (0.1 0 0
COLONIC POLYP 2 (0.3) 5 (0.3 3 {0.3)
CONSTIPATION 2 (28 33 (2.0 42 (2.1)
CONSTIPATION AGGRAVATED o 2 (0.1} 2 (0.1}
DMARRHEA 28 (3.0) 62 (AN 87 (34
DIVERTICULITIS 0 2 (0.1) 2 (0.9
DAVERTICULOSIS 1 (0.1) 4 (0.2} 4 (0.2
DYSPEPSIA 25 A1) 40 (2.4) 47 (2.4)
DYSPHAGIA 1 (0.1} [+] [
ERUCTATION ¢ ) 1 (0.1)
ESOPHAGITIS 1 {0.9) o] <]
FECAL OCCULT BLOOD POSITIVE 2 (0.3 2 (0.4} 2 (0.1}
FECES DISCOLORED 1 (0.1) o 0
FECES MALGDOROUS 1 (0.1) 4] 4]
FLATULENCE PR} 17 (103 2 (Y
FREQUENT BOWEL MOVEMENTS o 1 (0.1} Ix'x (0.3}
GASTRIC POLYPS 1} 1 (0.1} Ty {04y
GASTRITIS ) 1 (0.1 30y 3 {02
GASTRO-INTESTINAL DISORDER NUS 0 t G 1 {0.1)
GASTROENTERITIS 8 (1.0 21 (1.2 23 (1.2
GASTROESOPHAGEAL REFLUX 1 {01y 8 (0.5) 9 (0.5)
BASTROESOPHAGEAL REFLUX
AGGRAVATED [} 6 (0.4) 6 (0.3}
Gl HEMORRHAGE 1 (0.1} 1] ]
GINGIVAL BLEEDING 1 (0.%) 0 1]
GINGIVAL PAIN 1 (0.9 1 (0.9 1 {01
GINGIVAL RECESSION o t (0.1) 1 {0.1)
GINGIVITIS 1 (0.4} 2 (0.t} 3 {02
HALITOSIS o 1 (O 1 {013
HEMORRHOIDAL BLEEDING ¢ 1 (0.1) 10y
HEMORRHOIDS 4 (0.5 8 (0.5 8 {0.4)

----Continued On Next Page----
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Table 47 Completed.

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body System!Organ Class and Placebo 10mg Alt Doges
Adversa Event {nu 785} {n=1601) {n=1083)
HIATAL HERMNIA AGGRAVATED 1 (0.9 0 [
HIATUS HERMIA 0 3 (0.2) 3 {02
LEITIS o Y 0y 1 (DY)
INTESTINAL DISORDER 2 (03 0 0
{RRITABLE BOWEL SYNDROME
AGGRAVATED [+] 1 (01 1 (0.1}
LOOSE STOOLS g (1.1 12 (07 12 (0.6}
MELENA [+ 3 (02 3 (0.2
MOUTH DRY 6 (0.8} 7 (04) 7 (0.4)
MOUTH ULCERATION 4 (05 ¢ - [ .
NAUSEA 28 {3.%5) 37 (22) 43 (22)
PROCTALGIA 1 {0.9) 1 (0D 1 (0.
RECTAL BLEEDING 1] 1 (0.1} t {0.1)
RETCHING o t (0.4 4 (0.4
RUQG PAIN 1 (0.1} 4 (0.2) 4 (0.2)
SALIVA INCREASED 1 (0.9) [ Q
STOMATITIS 1 {0} 1 (01 1 {0.1)
STORATITIS APHTHOUS 1 (0.1} 0 0
STOMATITIS ULCERATIVE o t (0.1 t (0.1)
STOOL ABNCRMAL o 1 (0.4} 3 (0.2
TONGUE DISORDER [¢] 1 (0.9 t (0.1)
TCOTH CARIES 2 {03 0 [
TOOTH DASORDER 6 (0.8) 8 (05} i1 (0.6}
TOOTHACHE 8 (1.0} 17 (1.0) 18 {0.9)
VOMITING 6 (0.8) 13 {09 15 {0.8)

APPEARS THIS WAY
ON ORIGINAL



Table 48 Primary Hypercholesterolemia
Monotherapy Pool
Gallbladder-related Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetmibe Ezetimibe
Body System/Crgan Ciass and Placebo 10 mg Al Doses
Adverse Event {nvs795) {n=1691) (n=1983)
ANY GALLBLADDER-RELATED 2 {0.3) 1 (0.9) 1 {0.1)
ADVERSE EVENT
CHOLECYSTITIS 1 {0.1) 1* (0.1) 1 0.1
GALLBLADDER DASEASE 1 {01) 0 0

a  This subject subsequently had 8 cholecystectonyy that was captured in the case report form
as a concomitant therapy rather #han 8s sn adversa event.

APPEARS THIS WAY .
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Table 49 Primary Hypercholesterolemia
Monotherapy Pool
Liver And Biliary System Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Ezetmibe
Placebo 10 mg Al Deses
Adveraa Event {nsT795} {n%1681) (n=1083)
TREATMENT-EMERGENT LIVER AND
BILIARY SYSTEM DISORDERS 11 (1.4 32{1.9) BN
BILIRUBINEMIA o 140.1) 1(0.1)
CHOLECYSTITIS 1(0.1) 1¢0.1) 1(0.1)
GALLBLADDER DISEASE 1019 0 (]
GAMMA-GT INCREASED 40.5) 11(0.7) 11{0.5)
HEPATIC ENZYMES INCREASED 2{0.3) 2{0.1) 2{0.1)
HEPATIC FUNCTION ABNORMAL 0 7 (0.4) 7 (0.4)
SGOT INCREASED 2003 11 (0.7) 12{0.6)
SGPT INCREASED 5{0.6) 12{0.7) 13{0.7)
POOLY: TREATMENT-EMERGENT HEPATIC
ENZYMES INCREASED, HEPATIC
FUNCTION ABNORMAL, SGOT
INCREASED, SGPT INCREASED 7{0.9) 26 (1.5} 27 (t.4)
POOL®: TREATMENT RELATED,
TREATMENT EMERGENT 2{0.3) 18 (1.1) 18 {0.9)
pOOL®: SERIOUS® 2(0.3) 4(0.2) 402
POOL®: DISCONTINUATION® i 2{0.3) 8{0.5) 9(0.5)

a The ‘poot' comprives tha four terms within the boxed outine above.

b:  Phase fil protocols stipulated that ALT/AST at least ¥wee ¥me the upper kvt of the reference range on
tero consecutive oocasiong of lesst 1 week apart should be idered a gen d event and result
in discontinuation.

Note: SGOT = AST; SGPT s ALT.

APPEARS THIS WAY
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BEST POSSIBLE COPY "

Table 50 Primary Hypercholesterolemia
Monotherapy Pool
Liver Function: Alanine Aminotransferase (ALT) and Aspartate
Aminotransferase (AST)
Postbaseline Values Above Upper Limits Of Normal (ULN)

Number And (Percent) Of Patients

Ezetimice Ezetimibe
Placeto 10 mg Alt Doses
High Ranges” {(n=795) m=1691) {n=1083)
l Alanine Aminotransferase {ALT); Reference Range: 5-25 mU/mL ]
2xULN to <3xULN 1107865 (1.4 311674 (1.9) 3501566 {1.8)
SaULN TG {0.4) 1011674 (0.6) 141566 (0.6)
23N, consecutive™® 21766 (0.3) 511674 {0.3) 511965 {0.3)
25ULN" o7ss 271674 {0.1) 211968 (0.1)
210xLAN" wrss 0/1674 01966
| Aspartate Aminotransforase (AST); Reference Range: 8-22 mitmbL ]
2N o <IxULN 6786 {0.68) 1311674 {0.8) 15/1966 (0.8)
23xULN 7685 {0.4) 81674 (0.5) 1011966 (0.5)
23xULN, consecutive™ 21766 (0.3) 51674 (0.3) 611965 (0.3)
5N 01785 011674 111986 {0.1)
210" a7ss 011674 011966
[ ALT andior AST }
23xULN 4786 {0.5) 141674 (0.8) 1611966 (0.8}
. BAULN, consecutive™ TSG04} 91674 {0.5) 1011666 (0.5)
=5 2SN 07786 21674 (0.1) 21066 10.2)
210" 6785 0r1674 of1ge6

a Subjects sppesr in category of maximum vsiue.
b:  This i5 8 subset of ZJ3ULN.

c:  “Consecutwa® is defined as follows: {1) two or more consecutive values 23xULN in the
subject's record; (2} iast value in subject's record is 23xULN {presumed consecutive); or {3} a
value 23xULN during trestment or <2 days after the end of treatment is followed by a value
<3xULN, but the sample for the sacond vakse was collected more than 2 days after the
subject’s last day of dosng (pr d cor stve}.

ULN=upper limit of the reference range.

Note: Theae data are presended in the form X/Y, where X represants the number of subjects whe
met the criterion for s high value a6 indicated, and Y represents the mumber of subjects who
had at ieast one postbaseline pbservation for the test in question

APPEARS THIS WAY
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Table 51 Primary Hypercholesterolemia
Monotherapy Pool
Liver Function: Alanine Aminotransferase (ALT) And
Aspartate Aminotransferase (AST)
Baseline To Endpoint and Maximum
Postbaseline Changes In Values

Number Of Patients

Baseling Poatbasaline Grade™
Grade®  Number 0 9 2 3
I Alanine Aminotransferase {ALT); Reference Range: 5-25 miimi l
Endpoint Grade
Placebo <] T02 €70 30 1 1
{no. subjects with a baseline value 1 71 33 3% 2 i}
and an endpoint value = 779} 2 5 2 [+] 3 0
3 1 1 4] a 0
Ezetimibe 10 mg 1] 1486 1356 123 ] 1
{na. subjects with a baseline value 1 164 60 94 9 1
and an endpoint value = 1687) 2 3 1 1 3 1
3 % o 1 0 ]
Maximum Postbaseline Grade
Ptacebo [ 70
{no. subjects with & baseline value 1 71
and at least one other value any 2 5
time after baseline = 788} 3 1
Ezetimibe 10 mg 0 1500
{no. subjects with a basetine value 1 167
and st lesst one other vahse any 2 6
time after bageline = 1674) 3 i
[ Aspartate Aminotransferase {AST); Reference Range: B-22 mmi ]
Endpoint Grade
Placebo 0o 658 658 38 2 a
(na. subjects with a baselne value 1 780 43 24 1 1
and an endpoint value # 778} 2 1 ] 1 o 0
3 1 1 o 0 a
Ezetimibe 10 mg 0 1493 1363 127 1] 3
{ne. subjects with 8 baseline value 1 160 65 88 5 2
and an endpeint value = 1657) 2 3 [ 2 1 0
3 1 1 ] 0 0
Maximum Postbaseline Grade
Placebo Q 705 608 91 3 2
{na. subjects with a baseline velue 1 79 14 61 3 1
and st least one other value any 2 1 [+4 1 0 0
time after baseline = 786) 3 1 1 ) 0 o
Ezetimibe 10 mg 0 1507
(no. subjects with a basefine value 1 163
and gt lesst one other value any 2 3
tme after bassline = 1674) 3 t

a Grade 0% <ixULN; Grade t = 1 o <2xULN,; Grade 2 = 2 to <IxULN; Grade 3 = 23xULN.
b: Boxed cells indicate an increase from baseline in grade.
ULN % upper limit of the reference range.



Table 52 Primary Hypercholesterolemia
Monotherapy Pool
Liver Function: Gamma-Glutamyl Transpeptidase (GGT),
Alkaline Phosphatase, and Total Bilirubin
Postbaseline Values Above Upper Limits Of Normal (ULN)

Number And (Percent) Of Patients

Ezetiribve Ezatimibe
Placebo 10 mg A Dosss
High Ranges” (n=T08) (n=1691) {n=10883)
| Gamma-Glutamyl Transpeptidase (GGT); Reference Range: 5-29 mUimb 1
2¢UAN 1o <3xULN 251786 (3.2) 56/1674 (3.3) 631866 (3.2)
23ULN 19786 (1.7 4011674 (2.4 4241966 (2.5
] Alkaline Phosphatase; Referance Range: 32-72 mUimL ]
2ULN 10 <3ULN 2786 (0.3) 11674 {0.1) 111966 (0.1)
23N o785 0/1674 0/1966
I Total Bilirubin; Reference Range: 0.1~1.1 mgldL |
2N to <3xULN o783 AF16T4 {0.2) 411966 {0.2)
23ULN o786 /1674 /1966

a:  Subjects appear in categoxy of imum value.
ULNsuppes limit of the reference range
Note: Thess dats are presented in the form X/Y, wheee X repregents the namber of subjecta who

met the eriterion for a high value as indicated, and Y repeesents the number of subjects who
haxt at laast one postbaseline obeervation for the test in question.

APPEARS THIS WAY
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Table 53 Primary Hypercholesterolemia
Monotherapy Pool

Increased Creatine Phosphokinase (CPK)
Reported As Adverse Events (AEs)

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Body SystemyCrgan Class and Ptacebo 10 mg All Doses
Adverse Event (n=795) {n=1691) {n=1983)
TREATMENT-EMERGENT ADVERSE
EVENT 12(1.%) 24{1.4) 27{1.4)
TREATMENT-RELATED, TREATMENT-
EMERGENT ADVERSE EVENT $406) 165(0.9) 18(0.9)
SERIOUS ADVERSE EVENT 140.1) 101} 1{0.1)
ADVERSE EVENT CAUSING
DISCONTINUATION 2(0.3} 5{0.3) 5{0.3)
. /

ON ORIGINAL



Table 54 Primary Hypercholesterolemia
Monotherapy Pool
Creatine Phosphokinase (CPK)
Postbaseline Values Above Upper Limit Of Normal (ULN)

Number And (Percent) Of Patients

Ezetimibe Ezetimibe

Ptacebo 10 mg Al Doses

High Ranges" (1=705) {n=1601) {n=1883)
HOLN" to <SKULN 9785 {1.1) 2611674 (1.6) 2801966 {1.4)
SXULN to <10xULN 11785 (0.1) 1211674 (0.7) 131965 {0.7)
I0UN 1788 {0.1) a167410.2) 84006 {0.3)

a  Subjecta appear only in tha category of maximum vakse.
b:  ULN = upper limit of the reference range {0-120 mbiml.).

Note: These data are presented in the form XJY, where X repreaents the sumber of subjects who
met the eriterion for a high value as indicated, and Y represents the number of subjects who
had at [zast one posthaseline baervation for the test in question.

el
he g
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Table 55 Primary Hypercholesterolemia
Monotherapy Pool
Creatine Phosphokinase (CPK)
Postbaseline Values Above Upper Limit Of Normal (ULN),
With Associated Muscle Symptoms

Number And (Percent) Of Patients

Ezetimibe Ezetimibe
Placebo 10 mg All Doses

Event of interest” {n=705) (n=1691) {nw1083)
210xUCNS With Muscle

Symptoms® o7es 01674 0/1066
Z10XULN 17786 (0.1) 4116T4(0.2) 611666 (0.3)
SExULN to <10xULN With

Muscle Symptoms or7es £He7402) 51966 (0.3)

8 The third row is mutually exchasiva of the firet and second rows; & subject
appears only in the category of grestest CPK value during trestment. The first
row Is & subset of the second row.

b:  ULN = upper imit of the reference range {0-120 miml ). .

< “Muscle symptoms® comprise a predefined list of symptoms that could
jpotentially indicate drug-induced musde damage and that were recorded sa
present within 7 days before or after the ohserved high CPK value.

g8: One addtionsl subject had CPIC § 10 <10xULN with muscle eymptoms that was.
not discovered unti sfter subject had entered the extension protocol as Subject
PO0476-061/0055.

NOTE: The endries in the form X/Y correapond to the number of subjects who met

the criterion for a high value (X} / the number of subjects who had at least one
postbaselina obsarvation for the test in question ().

Coi)
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Table 56 Primary Hypercholesterolemia
Monotherapy Pool
Postbaseline Values And Changes From Baseline In

Puise, Systolic Blood Pressure, Diastolic Blood Pressure,

And Body Weight

Number And (Percent) Of Patients

Ezetimibe Ezationibe
Placeba 10Omg All Dones
Value/Change {rin7E6) {rm1697) {rm 1583}

1 Pulse {bpm} ]
Value <60 671178 {8.6) 15011638 (9.3 1921930 {8.9)
Value >100 1719 0.1) 21638 (0.1) 21830{01)
Decreass >20 w76 1.2} HEN{1.3) TN (1.4}
Increase >20 176 (2.3) 20M630{1.9) 2001922 (1.5}

I Systolic Blood Pressure {mm Hyg) ]
Value >150 53778 (6.8) 8637 (2 10THA2D {5.5)
Decregsa 320 sITTE(11T) 1TONBIT (10.4) 206N923 (107}
Increase >20 35/774 {4.5) 64/1631 (39 B2r1923 (4.8}

[ Diastolic Biood Pressure {mm Hoj |
Value >100 T8 0.4 BAEIT {05) N1928p05)
Decrease 220 12TTA16) 3711631 {23) 411923 (2.1}
Increase >20 w774 (1. 1311631 {0.8) 1571923 (0.8}

I Body Weight (k) ]
Decreass =3 B837BB (11.2) 15811672 {9.4) 1851964 {9.4)
Incresss =3 BATBA {1.9) 511672 5.7 HE1954 (5.5)

NOTE: The entries # tha form XY comrespand 10 the number of subjects who mef the eriterion for a
Hiigh vakie (X} 1 ihe sumber of subjects who had st lesst ane pastbaseling shservation for the

test in question {Y).

APPEARS THIS WAY
ON ORIGINAL
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Table 57 Primary Hypercholesterolemia
Monotherapy Pool
. Changes From Baseline In Electrocardiograms

Number And (Percent) Of Patients

Ezetinibe Ezatinbe
Placebo 10 mg Al Doses.
At Last Dbsarvation {nw795) (n»1681) (nw1863)
| Hormal st Baselion tnw371) {neT68) (rwoazy |
Clinkcally Significant Change o 4(05) 5(0.5)
Change, but Not Cliricslly Significant 86(237 178 (3.4 X9(2.2)
No Change 274{739) 543{71.3) 682(73.1)
Misaing 9(2.4 351) 32 (1.1)
[Abnormal ot Baseline {424) {neo15) (ne1034) |
Clinically Significart Change 700 $(0.5) 50.5)
Change, but Mot Clinealty Significant 203 {47.9) 413 (45.1) 463 {44.8)
N Change 199 (46.9) " 453 {51.3) 537 (51.9
Missing 15(3.5) BEN =28
[Change From Baseline Not Evaluable® (veC) (7} (ne7} |
& Subjsct was missing resufts st Daselne.

ON ORIGINAL



Table 58 Primary Hypercholesterolemia
Factorial Coadministration Pool
Summary Of Adverse Events

Number And (Percent) Of Patients

Placebo® Ezetimibe 10 mg® All Stating E2 + Al Statins

Event {n=259) (n=262) in=936) (n=925}
Death ] 0 0 1{0.11)
Serious Adverse Event (SAE) 11{42) 74{27) 20(2.1% 22424}
Trestment-Related” SAE o 1(0.4) 1{0.1) 108.1)
Discontinuation Because of .
Adverse Event 16{6.2) T13(8.0) 40 (4.3 5387}
Discontinuation Because of
Trestment-Related” Adverse :
Event 10{3.9) 7(2.7) 23{2.5) M3
Treatment-Emergent Adverse
Event 166 {64.1) 177 {67.8) 606 (64.7) 593 {64.1)
Treatment-Related® TEAE 47{18.1) 41 (15.6) 158 (16.9) 180 (19.5)
SevereilY TEAE 13{80) 14 {5.3) 52 {5.6) 56 {6.1)

a:  Thesae wera aff raparted previously as part of the Monotherapy Pool.

b Judped o be at least possibly related to trestment by the investigator.

EZ=azetimibe 10 mg; All Statins=all doses of all statins; SAE=sencus sxiverse event, TEAE=treatment-
emespent adverse event, LTslife-threatening.

APPEARS THIS WAY
ON ORIGINAL
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Table 59 Primary Hypercholesterolemia
Factorial Coadministration Pool
Serious Adverse Events (SAEs)

Number And (Percent) Of Patients

Ezetimibe EZ » All
Body SystamyOrgan Class and Adverse Placebo 10 mg All Stating Statine
Event {n=259) {n=262) {n=936) {n=825)
SUBJECTS REFORTING ANY SAE 11 {42 720 20 (2.1} 22 {24)
BENIGN & MALIGNANT REOPLASMS
(NCLUDING CYSTS AND POLYPS) 2{0.9) 4 (1.5} 2 {0.2) 6 {0.6)
BASAL CELL CARCINOMA 2(0.8) 4] 1{0.1) 14{0.4)
BREAST NEOPLASM MALIGNANT
FEMALE 0 1 (0.6} 1{0.% 1]
GASTRIC CARCINOMA 0 1 (0.4} [+ [1}
MENINGIOMA [ 1 {0.4) 0 0
NEOPLASM, BRAIN 0 1 (0.4) ] 3]
PROSTATIC CANCER 0 1] 1] 1{0.1)
PULMONARY CARCINOMA [ 1 (0.4} 1] 1{0.1)
RECTAL CARCINOMA o 0 [+ 1{0.1)
SKIN CARCINOMA [} g ] 140.9)
SQUAMOUS CELL CARCINOMA [ [ [} 14{0.1)
BODY AS AWHOLE . GENERAL
DISORDERS 0 1 (0.4) 707 2 (0.2)
CHEST PAIN ° 1{0.4) £ {0.4) 1i01)
DIZZINESS 4] ¢} 1{0.1) 1]
FEVER ¢ 0 140.1} o
HEADACHE ) [ ¢ 1{0.1) 0
" POST-PROCEDURE PAIN 0 [+] 1 {0.1} 0
RIGORS 4] 1] 1{0.4} 1]
WEAKNESS e 0 1 {0.9) 1{0.1)

. CARDIOVASCULAR DISORDERS,

; GENERAL 2 {0.8) ] 4 {0.4) 2 {0.2)
ANGINA PECTORIS 0 0 o 14{0.1}
CARDIAC FAILURE {04 o o ' 0
CORONARY ARTERY DISORDER 1104) 4] 1 {0.%) [
EJECTION FRACTION DECREASED 0 0 [ 1{0.1}
HYPERTENSION 0 1] 1401} 0
MITRAL INSUFFICIENCY 104} 0 1] 0
MYOCARDIAL INFARCTION o [¢] 2{0.2) 1{0.1)
MYOCARDIAL ISCHEMIA 1 (0.4) 1] 1} 0
TRICUSPID VALVE INCOMPETENCE 1 (0.4} 1] 4] 0

CENTR AND PERIPH NERV 8YST

DISORDERS 1 {0.4) ] 2 {0.2) 1{0.1)
CEREBROVASCULAR ACCIDENT NOS 1 (0.4} 0 1] 1}
CEREBROVASCULAR DISORDER [} [} [+] 1{0.1)
HYPOESTHESIA [+ 0 1 {0.1} 1]
SPEECH DISORDER ¢ 0 1 {0.1) 0
TRANSIENT ISCHEMIC ATTACK ] ] 1{0.1) 0
TREMOR ¢ 0 1 {01} 0

----Continued On Next Page----
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Table 59 Continued.

Number And (Percent) Of Patients

Ezetimibe EZ » Al
Body System/Organ Clasa and Adverse Pracebo 10my All Statins Stating
Event (ns259) (n®252) {n»936] {n=25)
DISORDERS OF THE REPRODUCTIVE
SYSTEM AND BREAST ] 1 {0.4) 2{0.2) 0
BREAST MASS 0 0 140.2) 0
OVARIAN MASS 0 1 (0.8} [\ D
PROSTATIC DISORDER o o 1{0.3) o
GASTRO-INTESTINAL SYSTEM
DISORDERS 1 (0.4) 1 (0.4) 4 {0.4) 1 {0.1)
ABDOMINAL PAIN ) 0 2{0.9) ]
DIVERTICULITIS 0 ) 1{0.9) 1 {0.%
DIVERTICULOSIS 0 1 (0.43 i ]
GASTROESOPHAGEAL REFLUX 0 0 1(0.1) ]
G| HEMORRHAGE 1 (0.4) 0 o B
ILEMS [ 1 (0.4) 0 (i}
LEUS [ 0 1101} )
NAUSEA 0 o 2{0.2 [}
HEART RATE AND RHYTHM DISORDERS 1 (0.4) 0 0 0
BRADYCARDIA 1(0.4) 0 o 0
INFECTION AND INFESTATIONS [ ] 2 (0.2 0
PNEUMOMIA 0 ¢ 2 {0.2 0
LIVER AND BILIARY SYSTEM
DISORDERS® 1 (0.4) 1 (0.4) 4 {0.4) 8 {0.9)
CHOLECYSTITIS 0 0 1101} [
CHOLELITHIASIS 0 0 2{00 ]
HEPATIC ENZYMES INCREASED 0 o ¢ 4 [0.4)
HEPATOMEGALY o 0 1{0.1} )
SGOT INCREASED 1(0.4) 1 (0.4) 1.1 0
SGPT INCREASED 1(04) 1{04) 1 (0.1 & (0.4}
METABOLIC AND NUTRITIONAL
DISORDERS 1 (0.4) o 0 1 {0.1)
CREATINE PHOSPHOKINASE
INCREASED® 1 (0.4) o a 1.1}
MUSCULO-SKELETAL SYSTEM
DISORDERS 1 (0.4) 6 0 1 {04}
MYALGIA 0 ¢ 0 1401}
SPINAL DISORDER 1(0.4) 0 o ]
PLATELET, BLEEDING AND CLOTTING
DISORD o ¢ 1 {0.1) 0
THROMBOCYTOPENIA o 0 1(0.1) 6
PSYCHIATRIC DISORDERS 1 {0.4) 1 (0.4} 1 (0.1) 0
AMNESIA 1 (0.4) ] ] 1]
ANXIETY [ ] 1 (0.1} o0
MANIC DEPRESSION 0 1 (0.4) 0 8

----Continued On Next Page----
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